Disappearance of gamma-aminobutyric acid (GABA)B receptor-mediated cAMP suppression in mouse cerebrum after chronic treatment with morphine.
The effects of chronic morphine administration (dependence) and naloxone-induced withdrawal on cerebral GABAB receptor and its signal transduction system were examined. Alterations in receptor affinity and number and in the amount of Gi protein were determined by radioligand binding assay and immunoblotting with Gi protein antibody, respectively. [3H]GABA binding to GABAB receptors in the brain of morphine-dependent and -withdrawn mice showed no significant change in either high or low affinity sites. Similarly, no alterations were noted in the coupling between GABAB receptor and Gi protein or in the amount of protein. However, the suppressive effect of baclofen, a GABAB agonist, on forskolin-stimulated cAMP formation in cerebral cortical slices of these animals was abolished. These results indicate that chronic morphine administration may induce functional deterioration in the coupling between Gi protein and the adenylate cyclase system.